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This listing of claims will replace all prior versions, and listings, of claims in the application. 
Listing of Claims: 

1-75 (Canceled) 

76. (Currently amended) A composition, comprising: 
a metal; 

chelator capable of chelating the metal ; 

an indazole nonpeptide targeting moiety covalently bound to the chelator, either 
directly or via an optional interposed linking group, wherein the targeting moiety binds to a 
receptor that is upregulated during angiogenesis; and 

at least one of a chemotherapeutic agent or a radiosensitizer agent; 
wherein the indazole nonpeptide targeting moiety is represented by (O)^wherein O is 
independently a compound of Formulae (la) or (lb): 




R 



lOd 



(la) 




lid 



R 



10de 
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(lb) 



wherein: 



X ld is CH. C- W d - X d - Y d . or C bonded to the linking group; 
X 2d is CH or C- W d - X d - Y d ; 
X3d is CR 1 ld or C- W d - X d - Y d ; 
X^ d is CR lld : 

R ld j s R lde Cj _-C ^ alkvl substituted with 0-1 R 15d or 0-1 R 21d . Cv C ^ alkenvl 

substituted with 0-1 R 15d or 0-1 R 21d C vC7 cvcloalkyl substituted with 0-1 R 15d or 0-1 

R 21d . C 4-C_M cvcloalkylalkyl substituted with 0-1 R 15d or 0-1 R 21d aryl substituted with 

0-1 R 15d or 0-2 R 1 ld or 0-1 R 21d or arvl(C_ j_-C ^ alkvlV substituted with 0-1 R 15d or 0-2 
Rlld or q_! R 21d ; 



R lde is: 
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< T. 



or 



N- 

< 



A and B<* are independently -CH?-. -Q-. -N(R 2d V. or -C(=OV: 
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A^d and Bid ar e independently -CH?- or -NfR 3d )-; 
D d is -NfR 2d )-, -Q-, -S-, -C(=Q)- or -SO? -: 

E d -F d is -C(R 4d )=C(R5dy, -N=C(R 4d )-, -CfR 4d )=N-, or -C(R 4d )?C(R 5d )? -; 
J d , K d , Ld and M d are independently: 

-CfR 4d )-, -C(R 5d )- or -N-, provided that at least one of J d , K d , L d and M d is not -N-; 

provided that when R ld j s Ride then one of X ld and X 2d is C- W d - X d - Y d , and 
when RlOd j s Ride then x3d j s C- W d - X d - Y d ; 

R 2d is H, C^ -C ^ alkyl, (Cy -Cfr alkvDcarbonvl (Cy -Cfr alkoxv)carbonvl (Cy -Cfr 
alkyQaminocarbonyl, CvC fS alkenyl, CyC 7 cycloalkyl, C 4 -C 1 1 cycloalkylalkyl, aryl, 
heteroaryKC l -CfS alkvDcarbonvl, heteroarylcarbonyl, aryl(C l -Cfi alkyl) - l -CfS 
alkyQcarbonvK arylcarbonyl, Cj_-Cfi alkylsulfonyl, arylsulfonyl, aryl(Cj_-Cfi alkyl) sulfonyl, 
heteroarylsulfonyl, heteroaryl(C_ i _-C 6 alkvDsulfonyl, aryloxycarbonyl, or aryl(Cj_-C(S 
alkoxv)carbonyl, wherein said aryl groups are substituted with 0-2 substituents selected from 
the group consisting of Cy-C a alkyl, C_[-C4 alkoxy, halo, CF ^, and nitro; 

R 3d is H, C_ [-C6 alkyl C vC7 cycloalkyl, C 4-C_M cycloalkylalkyl, aryl arvl(C_ [-C6 
alkyl)-, or heteroarvl(C]_-C 6 alkyl)- 

R 4d and R 5d are independently H, C _[-C4 alkoxy, NR 2d R 3d , halogen, NO?, CN, 
CF^, Cj_-C(S alkyl CvCfi alkenyl C3-C 7 cycloalkyl C 4 -C11 cvcloalkylalkyl aryl 
aryl (C_[-C(S alkyl)-_(C_[~C 6 alkvDcarbonvl (C_[-CfS alkoxy)carbonvl or arylcarbonyl, or 

alternatively, when substituents on adjacent atoms, R 4d and R^ d can be taken 
together with the carbon atoms to which they are attached to form a 5-7 membered 
carbocyclic or 5-7 membered heterocyclic aromatic or non- aromatic ring system, said 
carbocyclic or heterocyclic ring being optionally substituted with 0-2 groups selected from 
the group consisting of C_[-C4 alkyl, C_ l _-C 4 alkoxy, halo, cyano, amino, CF^, and NO? ; 



U d is: 



-(CH ?) n d -, 
-fCH?)rACR7 d =CR8 d YCH? )™ d 
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-(CH?) n d(C^CyCH 2)rn d -. 
-(CH? ^dQd(CH2 )rn d -. 
-(CH?) ! I dorCH ?)m d -. 
-(CH9 ^dN(R6dy C H2 ^d., 

-(CH7^d C (=OyCH2 ^d-. 
-(CH 2 ) n drC=OWrR6dyCH2 ^ !I1 d- 
-(CH2) n dN(R6dy C =OyCH2 ) ! n d-, or 
-(CH2 ) n dS(0^ d (CH2 ^rnd-; 

wherein one or more of the methylene groups in Ijd is optionally substituted with 

R 7d : 

O d is 1 .2-cycloalkylene. 1 .2-phenylene. 1.3-phenylene. 1 .4-phenylene. 2.3- 
pyridinylene. 3.4-pvridinylene. 2.4-pyridinylene. or 3.4-pyridazinylene; 

R 6d is H. Cl -Cd alkvl. or benzyl; 

R 7d and R 8d are independently H. Cj _-Cfi alkvl. C v C7 cvcloalkvl. C 4-C_M 
cvcloalkylalkyl. aryl. arylfC^-C fS alkyl)-. or heteroarvl(C o -C <S alkylV 

R 1Qd is H. R ld e. Cj _-C4 alkoxv substituted with 0-1 R 21d . NfR 6 ^- halogen. NC>2 . 
CN. CF^. CQ2R 17d . C(=Q)R 17d . CQNR 17d R 20d . -SC>2R 17d -SC>2NR 17d R 20d C [-C6 
alkvl substituted with 0-1 R 15d or p.\ r2H C^ -Cf, alkenvl substituted with 0-1 R 15d or p_i 
R 21d . C vC7 cvcloalkvl substituted with 0-1 R 15d or p.\ r2H C 4-C_M cvcloalkylalkyl 
substituted with 0-1 R 15d or p_i R21d arv i substituted with 0-1 R 15d or p_2 r! Id or p_i 
R 21d . or arvl(Cj _-C6 alkvlV substituted with 0-1 R 15d or p_2 r! Id or p_i R21d- 

R 10de j s h, C_ l_-C4 alkoxv substituted with 0-1 R 21d . N(R 6d ^2- halogen. NO^ CN. 
CF3 _. CQ2R 17d . Cf^R 1 ^, CONRl 7 dR20d. -SQ2R 17d . -SO2NR 17 dR 2 0d. q -Cft alkvl 
substituted with 0-1 R 15d or p-i R21d C yC ^ alkenvl substituted with 0-1 R 15d or p-i 
R 21d . C vC7 cvcloalkvl substituted with 0-1 R^d or p-i R21d C 4-C_M cvcloalkylalkyl 
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substituted with 0-1 R 15d or 0-1 R 21d aryl substituted with 0-1 R 15d or 0-2 R 1 ld or 0-1 
R 21d or aryl(C_ [-C6 alkvlV substituted with 0-1 R 15d or 0-2 R 1 ld or 0-1 R 21d ; 

R 1 ld is H. halogen, CF- S , CN. NO?, hydroxy, NR 2d R 3d C_ [-C4 alkyl substituted 
with 0-1 R 21d , Cj_-C4 alkoxy substituted with 0-1 R 21d aryl substituted with 0-1 R 21d 
aryl(Cj_-Cfi alkyl)- substituted with 0-1 R 2 l d , (C j_ -C 4 alkoxy)carbonyl substituted with 0-1 
R 21d , (Cj_-C4 alkvncarbonvl substituted with 0-1 R 21d , C _[-C4 _alkvlsulfonvl substituted 
with 0-1 R 21d , or C^ -Cz^ alkylaminosulfonyl substituted with 0-1 R 21d ; 

W d is: 

-rcrR 12d )7 ) fl d C(-OWR 13d V. or 

-C^OVN(Rl3 d V(CrRl 2d ^ fl d -; 
X d is -C(R 12d yR 14d )-C(R 12d yR 15d V; or 
alternatively, W d and X d can be taken together to be 



(CH 2 ) q d C(=0) -N v JJ-R 18d 



R 12d is H. halogen. C_ [-C6 alkyl. C? -C6 alkenyl. C? -C6 alkynyl. Cv C7 _cvcloalkyl. 
C4 -C10 cvcloalkylalkyl. (C _ [-C 4 _alkvDcarbonvl. aryl. or arvKCj^-C^alkvl)-; 

R 13d is H. C i^-C^ alkvl. Cv C7 _cvcloalkvlmethvl. or arvl(C_ [-Cfi _alkvn-: 

R 14d is H. Ch -C* alkvlthiorO -C ^alkvlV. arvKC^ -Cu ^alkvlthioalkvlV. arvKCj ^-Cjo 

alkoxyalkylV. C]_-ClQ alkvl. C_[-Cl0 alkoxyalkyl. Cj_-C 6 hydroxyalkyl. C2 -Cj_0 alkenyl. 

C^-C lQ alkynyl. Cj ^C iQ cvcloalkyl. Cy C lQ cvcloalkylalkyl. aryl(C_ [-C^ _alkvlV. 

heteroarvl(C_ [-C^ _alkvlV. aryl. heteroarvl. CQ2R 17d . C(=Q)R 17d . or CONR 17d R 20d . 
provided that any of the above alkvl. cvcloalkyl. aryl or heteroaryl groups may be 
unsubstituted or substituted independently with 0-1 R^d or q_2 r! ld ; 
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R!5d is H, Rl6d C_ [-C_m alkyl, C_ [-C_m alkoxyalkyl, C± _-Cu) alkylaminoalkyl, 
di(C ]_-Cu) alkvDaminoalkvl (C l^C lO alkyQcarbonyl, arylfCj ^C ^alkyQcarbonyl, C? -C]0 
alkenyl, C9-C10 alkynyl ,CvClQ cycloalkyl, CvClQ cycloalkylalkyl, aryl(C _[ -C^alkylV, 

heteroarylfO -C ^alkylV, aryl, heteroaryl, CQ9R 17d , Cr=Q)R 17d , CONR 17d R 20d , 
SQ 9 Rl7d Qr SO9NR 17d R 20d provided that any of the above alkyl, cycloalkyl, aryl or 
heteroaryl groups may be unsubstituted or substituted independently with 0-2 Rl l d ; 

Yd is -COR 19d . -SO^H. -PO^H. tetrazolyl. -CONHNHSO?CF^. -CONHSO?R 17d . 
CONHSQ2NHR 1 7d, -NHCOCF^. -NHCONHSC>2R 17d . -NHSQ9R 17d . -OPO^ H?. - 
OSO ^ H. -PO ^H? . -SO^H. -SO?NHCOR 17d -SO?NHCQ7R 17d 



N ^ 



/ 



N 




H 



T > 

"~ "N 
\ 

H 



CF3 



or 



HO 



O- 



R 16d 



is: 



■ N ( R 20dy C (=O VQ-Rl 7d 
■ N ( R 20dyc(=OVR 17d . 
-N(R 20d VC(=OVNH-R 1 7d . 
-N(R 20d )SO9-R 17d . or 

-N(R 2Qd )SO9-NR 20d R 17d ; 

R^ 7d is C j_ -ClQ alkyl optionally substituted with a bond to the linking group, C vC 1 1 
cycloalkyl optionally substituted with a bond to the linking group, arylf C_[-C fS _alkyD- 
optionally substituted with a bond to the linking group, (Cj _-CfS_ alkyQaryl optionally 
substituted with a bond to the linking group, heteroaryl(Cj_-C 6 _alkyl)- optionally substituted 
with a bond to the linking group, (C_ [-C^ alkyOheteroaryl optionally substituted with a bond 
to the linking group, biaryl(Cj_-C^_alkylV optionally substituted with a bond to the linking 
group, heteroaryl optionally substituted with a bond to the linking group, aryl optionally 
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substituted with a bond to the linking group, biaryl optionally substituted with a bond to the 
linking group, or a bond to the linking group, wherein said aryl, biaryl or heteroaryl groups 
are also optionally substituted with 0-3 substituents selected from Cj_-C 4 alkyl, Cj_-C4 
alkoxy, aryl, heteroaryl, halo, cyano, amino, CF ^ , or NO? ; 

Rl8dj S ; 

-JL 

-C(=Q)-R\™. 

-SO?-R 17d . or 
-SQ2-NR 2 QdRl7d : 

Rl9d j s hydroxy. C_[-ClQ alkyloxy. C vC 1 1 cvcloalkyloxy. aryloxy. arvKC^-G s 
alkoxvV. CvCiQ alkvlcarbonyloxyalkyloxy. CvClQ alkoxycarbonyloxyalkyloxy. C?-CiQ 
alkoxycarbonylalkyloxy. C s -C io cvcloalkylcarbonyloxyalkyloxy. C^ -Cio 
cvcloalkoxvcarbonyloxvalkyloxv. O s -CiQ cvcloalkoxvcarbonylalkyloxy. C 7 -C11 
aryloxycarbonylalkyloxy, C K -C12 arvloxvcarbonyloxyalkyloxy, C K -C12 
arylcarbonvloxvalkyloxv. C s -ClQ alkoxvalkvlcarbonyloxyalkyloxv. Cj-ClQ (5-alkyl-1.3- 
dioxa-cvclopenten-2-one-yDmetrivloxy. C l 0-C1 4 f5-aryl-1.3-dioxa-cyclopenten-2-orie- 
yDmethyloxy. or 

(R 1 ld)(Rl2d)N-(C i-Cin alkoxvV; 

R 20d j s H> C i-Ck alkvl. C V C7 cvcloalkvl. C 4-C_n cvcloalkvlalkvl. arvl. arvl(Cj _-C6 
alkylV. or heteroaryl(^ i ^Q^alkylV 
R 21d is COOH or NR 6d ? ; 
d 

m is 0-4; 
d 

n is 0-4; 
d 

t is 0-4; 
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d 

p is 0-2; 
d 

q is 0-2; 
d 

r is 0-2; and 

dis 1,2,3,4,5,6, 7, 8, 9, or 10 
with the following provisos: 

d d d d , A 

(1) t ,n ,m and q are chosen such that the number of atoms connecting R 1Q 

d 

and Y is in the range of 10-14; and 

d d d d 

(2) n and m are chosen such that the value of n plus m is greater than one 

d 

unless U is 

d d d 
i(CH2) t J (CH^ Wz, 



77. (Previously Presented) The composition of claim 76, wherein the metal, targeting 
moiety, chelator, and optional linking group are a diagnostic or therapeutic 
metallopharmaceutical . 



78. (Previously Presented) The composition of claim 76, wherein the chemotherapeutic 
agent is mitomycin, tretinoin, ribomustin, gemcitabine, vincristine, etoposide, cladribine, 
mitobronitol, methotrexate, doxorubicin, carboquone, pentostatin, nitracrine, zinostatin, 
cetrorelix, letrozole, raltitrexed, daunorubicin, fadrozole, fotemustine, thymalfasin, 
sobuzoxane, nedaplatin, cytarabine, bicalutamide, vinorelbine, vesnarinone, 
aminoglutethimide, amsacrine, proglumide, elliptinium acetate, ketanserin, doxifluridine, 
etretinate, isotretinoin, streptozocin, nimustine, vindesine, flutamide, drogenil, butocin, 
carmofur, razoxane, sizofilan, carboplatin, mitolactol, tegafur, ifosfamide, prednimustine, 
picibanil, levamisole, teniposide, improsulfan, enocitabine, lisuride, oxymetholone, 
tamoxifen, progesterone, mepitiostane, epitiostanol, formestane, interferon-alpha, interferon- 
2 alpha, interferon-beta, interferon-gamma, colony stimulating factor- 1, colony stimulating 
factor-2, denileukin diftitox, interleukin-2, or leutinizing hormone releasing factor. 
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79. (Previously Presented) The composition of claim 76, wherein the radiosensitizer agent is 
2-(3-nitro- 1 ,2,4-triazol- 1 -yl)-N-(2-methoxyethyl)acetamide, N-(3-nitro-4-quinolinyl)-4- 
morpholinecarboxamidine, 3 -amino- 1 ,2,4-benzotriazine- 1 ,4-dioxide, N-(2-hydroxyethyl)-2- 
nitroimidazole- 1 -acetamide, 1 -(2-nitroimidazol- 1 -yl)-3 -( 1 -piperidinyl)-2-propanol, or 1 -(2- 
nitro- 1 -imidazolyl)-3-(l -aziridino)-2-propanol. 



80. (Previously Presented) The composition of claim 76, wherein the linking group is 
present between the targeting moiety and the chelator. 

81 . (Currently amended) The composition of claim 76, wherein the linking group has a 
formula: 



((W) h -(CR 6 R 7 )g)x-(Z)k-((CR 6a R 7a )g'-(W)hOx > 



wherein: 

W is independently selected at each occurrence from the group: O, S, NH, NHC(=0), 
C(=0)NH, NR 8 C(=0), C(=0)NR 8 , C(=0), C(=0)0, OC(=0), NHC(=S)NH, NHC(=0)NH, 
S0 2 , S0 2 NH, (©€H2GH2)30-200 {QCH2CH2)0J_0, {GH^CH^^O-^OO (CH2CH2O)0 z 10, 
(O€H2eH2€H2)20-200 (OCH^CH^CH^lO^lO, (GH2€H2GH2©)2©-200 
(CH? CH? CH? Q )o- 1 Q , and or (aa)f ; 

aa is independently at each occurrence an amino acid; 

Z is selected from the group: aryl substituted with 0-3 r1^ 5 C3-10 cycloalkyl 
substituted with 0-3 R}® 9 asid or a 5-10 membered heterocyclic ring system containing 1-4 
heteroatoms independently selected from N, S, and or O and substituted with 0-3 RlO; 

R 6 , R 6a , R 7 , R 7a , and R 8 are independently selected at each occurrence from the 
group: H, =0, COOH, SO3H, PO3H, C1-C5 alkyl substituted with 0-3 R 10 , aryl substituted 
with 0-3 R 10 , benzyl substituted with 0-3 R 10 , and C1-C5 alkoxy substituted with 0-3 R 10 , 
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NHC(=0)r! 1 , tX^NHR 1 1 , NHC(=0)NHR! 1 , NHR 1 1 , R 1 1 , ari or a bond to the 
chelator; 

RlO i s independently selected at each occurrence from the group: a bond to the 
chelator, COOR 1 !, C(=0)NHr! 1, NHC(=0)r! ! , OH, NHR 1 !, SO3H, PO3H, -OPO3H2, - 
OSO3H, aryl substituted with 0-3 R 1 C\-5 alkyl substituted with 0-1 R 12 , C1.5 alkoxy 
substituted with 0-1 Rl 2 , and or a 5-10 membered heterocyclic ring system containing 1-4 
heteroatoms independently selected from N, S, and or O and substituted with 0-3 Rl 1; 

Rl 1 is independently selected at each occurrence from the group: H, alkyl substituted 

with 0-1 Rl 2 , aryl substituted with 0-1 R^ 2 , a 5-10 membered heterocyclic ring system 
containing 1-4 heteroatoms independently selected from N, S, and or O and substituted with 

0-1 R^ 2 , C3-I0 cycloalkyl substituted with 0-1 R^ 2 , polyalkylene glycol substituted with 0-1 

Rl 2 , carbohydrate substituted with 0-1 Rl 2 , cyclodextrin substituted with 0-1 Rl 2 , amino 

acid substituted with 0-1 Rl 2 „ polycarboxyalkyl substituted with 0-1 Rl 2 „ polyazaalkyl 

substituted with 0-1 R^ 2 , peptide substituted with 0-1 Rl 2 „ wherein the peptide is comprised 
of 2-10 amino acids, 3,6-O-disulfo-B-D-galactopyranosyl, bisfphosphonomethyDglycine, md 
or a bond to the chelator; 

Rl2 is a bond to the chelator; 

k is selected from 0, 1, and or 2; 

h is selected from 0, 1, and or 2; 

h' is selected from 0, 1, a»d or 2; 

g is selected from 0, 1,2, 3, 4, 5, 6, 7, 8, 9, and or 10; 

g' is selected from 0, 1,2, 3, 4, 5, 6, 7, 8, 9, and or 10; 

f is selected from 0, 1,2, 3, 4, 5, 6, 7, 8, 9, and or 10; 

x is selected from 0, 1, 2, 3, 4, and or 5; and 

x' is selected from 0, 1,2, 3, 4, and or 5. 



82. (Previously Presented) The composition of claim 76, wherein the receptor is a v P3 or 
a v p 5 . 
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83. (Previously Presented) The composition of claim 76, wherein the metal is m Tc, Tc, 

111 T 62^ 64 r , 61 68^ 

In, Cu, Cu, Ga, or Ga. 

84. (Previously Presented) The composition of claim 76, wherein the metal is 99m Tc or 95 Tc. 

85. (Previously Presented) The composition of claim 76, wherein the metal is 99m Tc. 

86. (Previously Presented) The composition of claim 76, wherein the metal is m In. 

87. (Previously Presented) The composition of claim 76, further comprising a first ancillary 
ligand and a second ancillary ligand. 

88. (Previously Presented) The composition of claim 77, wherein the metallopharmaceutical 
is: 

99m Tc ((((4-(4-(((3-(2-(2-(3-((6-(diazenido)(3- 
pyridyl))carbonylamino)propoxy)ethoxy)ethoxy)propyl)amino)sulfonyl)phenyl)phenyl)sulfo 
nyl)amino)-3-((l-(3-(imidazole-2-ylamino)propyl)(lH-indazol-5- 
yl))carbonylamino)propanoic acid) (tricine)(TPPTS); 

99m Tc (2-(2-((5-(N<l,3-bis(3-(2^ 
ylamino)propy 1)( 1 H-indazol-5 - 

yl))carbonylamino)ethyl)amino)sulfonyl)phenyl)phenyl)sulfonyl)amino)propoxy)ethoxy)etho 
xy)propyl)carbamoyl)propyl)carbamoyl)(2-pyridyl))2-diazenido) (tricine)(TPPTS); 

99m Tc (2-((6-(diazenido)(3-pyridyl))carbonylamino)-4-(N-(3-(2-(2-(3-(((4-(4-(((l- 
carboxy-2-(( 1 -(3 -(imidazol-2-ylamino)propyl)( 1 H-indazol-5 - 

yl))carbonylamino)ethyl)amino)sulfonyl)phenyl)phenyl)sulfonyl)amino)propoxy)ethoxy)etho 
xy)propyl)carbamoyl)butanoic acid) (tricine)(TPPTS); 

99m Tc (2-(6-((6-(diazenido)(3-pyridyl))carbonylamino)hexanoylamino)-3-((l-(3- 
(imidazol-2-ylamino)propyl)( 1 H-indazol-5 -yl))carbonylamino)-propanoic acid) 
(tricine)(TPPTS); 
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99m Tc (2-((6-(diazenido)(3-pyridyl))carbonylamino)-3-((l-(3-(imidazol-2- 
ylamino)propyl)(l H-indazol-5-yl))carbonylamino)propanoic acid (tricine)(TPPTS); 

99m Tc [2-[[[5-[carbonyl]-2-pyridinyl]diazenido]-Glu(2-(6-aminohexanoylamino)-3- 
((l-(3-(imidazol-2-ylamino)propyl)(lH-indazol-5-yl))carbonyl-amino)propano acid)(2-(6- 
aminohexanoylamino)-3-((l-(3-(imidazol-2-ylamino)propyl)(lH-indazol-5-yl))car^ 
amino)propanoic acid)) (tricine)(TPPTS); or 

99m Tc ([2-[[[5-[carbonyl]-2-pyridinyl]diazenido]-Glu-bis-[Glu(2-(6- 
aminohexanoylamino)-3-((l-(3-(imidazol-2-ylamino)propyl)(lH-indazol-5-yl))car^ 
amino)propanoic acid)(2-(6-aminohexanoylamino)-3-((l-(3-(imidazol-2- 
ylamino)propyl)(l H-indazol-5-yl))carbonyl-amino)propanoic acid)]) (tricine)(TPPTS). 

89. (Previously Presented) The composition of claim 77, wherein the metallopharmaceutical 



is: 



O O 




LNH/= ^ QH HQ 




o 



o 





N 
H 
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%XJ H NH 

; o 




HO^_ 



V 



N 



H 




HANI'S H O 



HQ 3 S 



o 
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NH 
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O O 



^p^N'V^OH H O H O 
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>J N 
H H 



0 O 
NH 

so 2 

r 




o 



C0 2 H 
H S 9 



C0 2 H >|X>o 



; or 



O O 




C0 2 H 

H S O 
N 



C0 2 H 



&~o 



90. (Previously Presented) The composition of claim 76, wherein the metal is 33 P, 125 I, 
186 Re, 188 Re, 153 Sm, 166 Ho, 177 Lu, 149 Pm, 90 Y, 212 Bi, 103 Pd, 109 Pd, 159 Gd, 140 La, 198 Au, 199 Au, 
169 Yb, 175 Yb, 165 Dy, 166 Dy, 67 Cu, 105 Rh, ni Ag, or 192 Ir. 



91 . (Previously Presented) The composition of claim 76, wherein the metal is 153 Sm. 



92. (Previously Presented) The composition of claim 76, wherein the metal is 177 Lu. 



93. (Previously Presented) The composition of claim 76, wherein the metal is 90 Y. 



94. (Previously Presented) The composition of claim 77, wherein the metallopharmaceutical 
is: 
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H H 



O 



O 



H NH/= ™ QH 



xx 



XT 



XX 



O 



d-o 



95. (Previously Presented) The composition of claim 77, wherein the metallopharmaceutical 
is: 

O O 



cro 



o o 

N ^irV l N^Y A OH 



N N ^ ^J^S 
H H Q h /0 3 H 



0 ~-^n~- n ti^nh o-\ 

h ° m^o 



o o 



^Y^n^t^oh H O H o 

cro 



or 



Page 17 of 34 



DOCKET NO.: BMS-0690 (DM-6999-A) 
Application No.: 09/599,890 
Office Action Dated: May 2, 2006 



PATENT 

REPLY FILED UNDER EXPEDITED 
PROCEDURE PURSUANT TO 
37 CFR§ 1.116 




N 
H 



N 



O H 



CQ 2 H 




CG 2 H >|X> 0 



cro 



96. (Previously Presented) The composition of claim 77, wherein the metallopharmaceutical 
is a MRI contrast agent, the metal is a paramagnetic metal ion selected from the group: 
Gd(III), Dy(III), Fe(III), and Mn(II), and the linking group is present between the targeting 
moiety and chelator. 

97. (Previously Presented) The composition of claim 96, wherein the receptor is a v P3 or 

98. (Previously Presented) The composition of claim 96, wherein the metal ion is Gd(III). 

99. (Previously Presented) The composition of claim 77, wherein the metallopharmaceutical 



100. (Previously Presented) The composition of claim 77, wherein the 
metallopharmaceutical is a X-ray contrast agent, the metal is selected from the group: Re, 
Sm, Ho, Lu, Pm, Y, Bi, Pd, Gd, La, Au, Au, Yb, Dy, Cu, Rh, Ag, and Ir, the receptor is a v p3 
or a v Ps, and the linking group is present between the targeting moiety and chelator. 



is: 



O O 




1 NH/= ^ QH HQ 
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101. (Currently amended) A composition, comprising: 

an indazole nonpeptide targeting moiety attached to a surfactant via a linking group, 
wherein the targeting moiety binds to a receptor that is upregulated during angiogenesis; and 

an echogenic gas. 

wherein the indazole nonpeptide targeting moiety is represented by (Q)^wherein Q is 
independently a compound of Formulae (la) or (lb): 




wherein: 

X ld is CH. C- W d - X d - Y d . or C bonded to the linking group: 
X 2d is CH or C- W d - X d - Y d ; 
X3d is CR 1 ld or C- W d - X d - Y d ; 
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R ld j s R lde Cj _-Cfi alkvl substituted with 0-1 R 15d or 0-1 R 21d Cv Cft alkenyl 
substituted with 0-1 R 15d or 0-1 R 21d C vC7 cvcloalkvl substituted with 0-1 R 15d or 0-1 
R 21d C4-C_M cycloalkylalkyl substituted with 0-1 R 15d or 0-1 R 21d , aryl substituted with 
0-1 R 15d or 0-2 R 1 ld or 0-1 R 21d or aryl(C_ [-C6 alkylV substituted with 0-1 R 15d or 0-2 
R lld or 0-1 R 21d ; 



R lde is: 
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< T. 



or 



N- 

< 



A and B<* are independently -CH?-. -Q-. -N(R 2d V. or -C(=OV: 
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A^d and Bid ar e independently -CH?- or -N(R 3d V; 
D d is -NfR 2d V, -Q-, -S-, -C(=Q)- or -SO? -: 

E d -F d is -C(R 4d )=C(R5dy, -N=CfR 4d V, -CfR 4d )=N-, or -C(R 4d )?C(R 5d )? -; 

J d , K d , Ld and M d are independently -C(R 4d V, -CfR 5d V or provided that at least 
one of J d , K d , L d and M d is not -N-; 

provided that when R ld j s Ride then one of X ld and X 2d is C- W d - X d - Y d , and 
when RlOd j s Ride then x3d j s C- W d - X d - Y d ; 

R 2d is H, C^ -C ^ alkvl, (Cy -Cfr alkvOcarbonyl, (Cy -Cfr alkoxy^carbonyl; (Cy -Cfr 
alkyQaminocarbonyl, CvC fS alkenyl, CyC 7 cycloalkyl, C 4 -C 1 1 cycloalkylalkyl, aryl, 
heteroaryKC 1 -CfS alkyQcarbonyl, heteroarylcarbonyl, aryl(C 1 -Cfi alkyQ-_(C 1 -CfS 
alkyQcarbonyl-, arylcarbonyl, Cj_-C(S alkylsulfonyl, arylsulfonyl, aryl(Cj_-Cfi alkvOsulfonyl, 
heteroarylsulfonyl, heteroaryl(C_ i _-C 6 alkvOsulfonyl, aryloxycarbonyl, or aryl(Cj_-C(S 
alkoxv)carbonyl, wherein said aryl groups are substituted with 0-2 substituents selected from 
the group consisting of Cy-C a alkvl, C_[-C4 alkoxy, halo, CF ^, and nitro; 

R 3d is H, C_ [-C6 alkvl C vC7 cycloalkyl, C 4-C_M cycloalkylalkyl, aryl, arvl(C_ [-C6 
alkvl)-, or heteroarvl(C]_-C 6 alkvl)- 

R 4d and R 5d are independently H, C _[-C4 alkoxy, NR 2d R 3d , halogen, NO?, CN, 
CF^, Cj_-C(S alkvl CvCfi alkenyl, C3-C 7 cvcloalkvl C 4 -C11 cycloalkylalkyl, aryl, 
aryl (C_[-C(S alkyl)-_(C_[-Qs alkyQcarbonyl, (C_[-CfS alkoxv)carbonyl, or arylcarbonvl or 

alternatively, when substituents on adjacent atoms, R 4d and R^ d can be taken 
together with the carbon atoms to which they are attached to form a 5-7 membered 
carbocyclic or 5-7 membered heterocyclic aromatic or non- aromatic ring system, said 
carbocyclic or heterocyclic ring being optionally substituted with 0-2 groups selected from 
the group consisting of C_[-C4 alkvl C_ l _-C 4 alkoxy, halo, cyano, amino, CF^, and NO? ; 



U d is: 



-(CH ?) n d -, 
-fCH?vACR7 d =CR8 d YCH? ^ d 



Page 22 of 34 



DOCKET NO.: BMS-0690 (DM-6999-A) 
Application No.: 09/599,890 
Office Action Dated: May 2, 2006 

-(CH?) n d(C^CyCH 2)rn d -. 
-(CH? ^dQd(CH2 )rn d -. 
-(CH?) ! I dorCH ?)m d -. 
-(CH9 ^dN(R6dy C H2 ^d., 

-(CH7^d C (=OyCH2 ^d-. 
-(CH 2 ) n drC=OWrR6dyCH2 ^ !I1 d- 
-(CH2) n dN(R6dy C =OyCH2 ) ! n d-, or 
-(CH2 ) n dS(0^ d (CH2 ^rnd-; 

wherein one or more of the methylene groups in Ijd is optionally substituted with 

R 7d : 

Qd is selected from 1 .2-cycloalkylene. 1 .2-phenylene. 1.3-phenylene. 1 .4-phenylene. 
2.3-pvridinylene. 3.4-pvridinylene. 2,4-pvridinylene. or 3.4-pvridazinylene; 

R 6d is H. Cl -Cd alkvl. or benzyl; 

R 7d and R 8d are independently H. Cj _-Cfi alkvl. C v C7 cvcloalkvl. C 4-C_M 
cvcloalkylalkyl. aryl. arylfC^-C fS alky!)-, or heteroarvl(C o -C <S alkylV 

R 1Qd is H. R ld e. Cj _-C4 alkoxv substituted with 0-1 R 21d . NfR 6 ^- halogen. NC>2 . 
CN. CF^. CQ2R 17d . C(=Q)R 17d . CQNR 17d R 20d . -SC>2R 17d -SC>2NR 17d R 20d C [-C6 
alkvl substituted with 0-1 R 15d or p.\ r2H C^ -Cf, alkenvl substituted with 0-1 R 15d or p_i 
R 21d . C vC7 cvcloalkvl substituted with 0-1 R 15d or p.\ r2H C 4-C_M cvcloalkylalkyl 
substituted with 0-1 R 15d or p_i R21d arv i substituted with 0-1 R 15d or p_2 r! Id or p_i 
R 21d . or arvl(Cj _-C6 alkvlV substituted with 0-1 R 15d or p_2 r! Id or p_i R21d- 

R 10de j s h, C_ l_-C4 alkoxv substituted with 0-1 R 21d . N(R 6d ^>2- halogen. NC>2. CN. 
CF ^. CQ2R 17d . Cf^R 1 ^, CONRl 7 dR20d -SQ2R 17d . -SO2NR 17 dR 2 0d. q -Cft alkvl 
substituted with 0-1 R 15d or p_i R21d C yC ^ alkenvl substituted with 0-1 R 15d or p-i 
R 21d . C2 -C7 cvcloalkvl substituted with 0-1 R^d or p-i R21d C 4-C_M cvcloalkylalkyl 
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substituted with 0-1 R 15d or 0-1 R 21d aryl substituted with 0-1 R 15d or 0-2 R 1 ld or 0-1 
R 21d or aryl(C_ [-C6 alkvlV substituted with 0-1 R 15d or 0-2 R 1 ld or 0-1 R 21d ; 

R 1 ld is K halogen, CF^, CN. NO?, hydroxy, NR 2d R 3d C l_-C4 alkyl substituted 
with 0-1 R 21d , Cj_-C4 alkoxy substituted with 0-1 R 21d aryl substituted with 0-1 R 21d 
aryl(Cj_-Cfi alkyl)- substituted with 0-1 R 2 l d , (C j_ -C 4 alkoxy)carbonyl substituted with 0-1 
R 21d , (C]_-C4. alkvncarbonvl substituted with 0-1 R 21d , C _[-C4 _alkvlsulfonvl substituted 
with 0-1 R 21d or C^ -Cz^ alkylaminosulfonyl substituted with 0-1 R 21d ; 

W d is: 

-rcrR 12d )7 ) fl d C(-OWR 13d V. or 

-C^OVN(Rl3 d V(CrRl 2d ^ fl d -; 
X d is -C(R 12d yR 14d )-C(R 12d yR 15d V; or 
alternatively, W d and X d can be taken together to be 



(CH 2 ) q d C(=0) -N v JJ-R 18d 



R 12d is H. halogen. C_ [-C6 alkyl. C? -C6 alkenyl. C? -C6 alkynyl. Cv C7 _cvcloalkyl. 
C4 -C10 cvcloalkylalkyl. (C _ [-C 4 _alkvDcarbonvl. aryl. or arvKCj^-C^alkvl)-; 

R 13d is H. C i^-C^ alkvl. Cv C7 _cvcloalkvlmethvl. or arvl(C_ [-Cfi _alkvn-: 
Rl4d is: 

H. C i^-C ^ alkvlthio(Ci -C^ alkvlV. arvlfC i^C ip alkvlthioalkvlV. andrC^ -Clo 
alkoxyalkyl)-. C_[-Ciq alkyl. C_[-Ciq alkoxyalkyl. C_^-C 6 hydroxyalkyl. C?-Ciq alkenyl. 
C?-C lQ alkynyl. C^ iC lQ cycloalkyl. CyClQ cvcloalkylalkyl. aiyl(C l_-Cfi _alkyl)-. 

heteroarvl(Cj _-C^ _alkvlV. aryl. heteroarvl. CO?R 17d . C(-Q)R 17d . or CONR 17d R 20d . 
provided that any of the above alkyl. cycloalkyl. aryl or heteroaryl groups may be 
unsubstituted or substituted independently with 0-1 R^d or 

0-2 Rl Id- 
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R!5d is H, Rl6d C_ [-C_m alkyl, C_ [-C_m alkoxyalkyl, C± _-Cu) alkylaminoalkyl, 
di(C ]_-Cu) alkvDaminoalkvl (C l^C lO alkyQcarbonyl, arylfCj ^C ^alkyQcarbonyl, C? -C]0 
alkenyl, C9-C10 alkynyl ,CvClQ cycloalkyl, CvClQ cycloalkylalkyl, aryl(C _[ -C^alkylV, 

heteroarylfO -C ^alkylV, aryl, heteroaryl, CQ9R 17d , Cr=Q)R 17d , CONR 17d R 20d , 
SQ 9 Rl7d Qr SO9NR 17d R 20d provided that any of the above alkyl, cycloalkyl, aryl or 
heteroaryl groups may be unsubstituted or substituted independently with 0-2 Rl l d ; 

Yd is -COR 19d . -SO^H. -PO^H. tetrazolyl. -CONHNHSO?CF^. -CONHSO?R 17d . 
CONHSQ2NHR 1 7d, -NHCOCF^. -NHCONHSC>2R 17d . -NHSQ9R 17d . -OPO^ H?. - 
OSO ^ H. -PO ^H? . -SO^H. -SO?NHCOR 17d -SO?NHCQ7R 17d 



N 



N 



■N 



H 



T > 




■N 



H 



CF3 



o 



or HO O; 



R 16di 



is: 



-N(R 20d VC(=O VO-R 1 7d . 
■ N ( R 20dvc(=OVRl7d, 

■ N ( R 20dyc(=OVNH-Rl 7d . 
■ N ( R 20d)SQ9-R 17d or 

_ N ( R 20d) SO 2_ NR 20d R 17d ; 

R^ 7d is C _[ -Ciq alkyl optionally substituted with a bond to the linking group, C vC ] i 
cycloalkyl optionally substituted with a bond to the linking group, aryl(Cj_-C 6 _alkyl)- 
optionally substituted with a bond to the linking group, (Cj ^-C^_ alkyl)aryl optionally 
substituted with a bond to the linking group, heteroaryl(Cj_-C fS _alkylV optionally substituted 
with a bond to the linking group, fC_ [-C^ alkyOheteroaryl optionally substituted with a bond 
to the linking group, biarylfC l -Crs alkylV optionally substituted with a bond to the linking 
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group, heteroaryl optionally substituted with a bond to the linking group, aryl optionally 
substituted with a bond to the linking group, biaryl optionally substituted with a bond to the 
linking group, or a bond to the linking group, wherein said aryl, biaryl or heteroaryl groups 
are also optionally substituted with 0-3 substituents selected from C_[-C4 alkyl, C]_-Cd 
alkoxy, aryl, heteroaryl, halo, cyano, amino, CP^, or NO? ; 

Rl8dj S ; 

-JL 

-C(=0>0-R 17d . 

-C(=Q)-R. 1 ™. 
-C(=Q>NH-Rl7d 

-SO?-R 17d . or 
-SO2-NR 2 0dRl7d : 

R^9d j s hydroxy. C l -C l 0 alkyloxy. CvC l 1 cvcloalkyloxy. aryloxy. arylCC 1 -C f, 
alkoxvV. CvCiQ alkylcarbonyloxyalkyloxy. CvClQ alkoxycarbonyloxyalkyloxy. C?-CiQ 
alkoxycarbonylalkyloxy. O s -Ciq cycloalkylcarbonyloxyalkyloxy, C5-C10 
cvcloalkoxvcarbonvloxyalkyloxy. C s -CiQ cvcloalkoxvcarbonylalkyloxv. C 7 -C11 
aryloxy carbonylalkyloxy, C r -C \ 7 aryloxycarbonyloxy alkyloxy, C r -C \ 2 
arvlcarbonvloxyalkyloxv. C ^ -C io alkoxyalkvlcarbonvloxyalkyloxv. C^ -Cm (5-alkyl-1.3- 
dioxa-cvclopenten-2-one-yDmethyloxy. C 1 Q-C 1 4 (5 -aryl- 1 .3 -dioxa-cyclopenten-2-one- 
vDmethyloxy. or 

(R 1 ^VR^d^^c^ -Cui alkoxvV; 

R 20d j s h. C l^-C^ alkyl. C V C7 cvcloalkvl C 4-C_M cycloalkylalkyl. aryl. arvKC^ -C^ 
alkylV. or heteroarylfC l ^O^alkylV 
R 21d is COOH or NR 6d ? ; 
d 

m is 0-4; 
d 

n is 0-4; 
d 

t is 0-4; 
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d 

p is 0-2; 
d 

q is 0-2; 
d 

r is 0-2; and 

dis 1,2,3,4,5,6, 7, 8, 9, or 10; 
with the following provisos: 

d d d d , A 

(1) t , n , m and q are chosen such that the number of atoms connecting R 1Q 

d 

and Y is in the range of 10-14; and 

d d d d 

(2) n and m are chosen such that the value of n plus m is greater than one 

d 

unless U is 

d d d 
i(CH2) t J (CH^ Wz, 



102. (Previously Presented) The composition of claim 101, wherein the receptor is a v P3 or 
a v p 5 . 

103. (Currently amended) The composition of claim 102, wherein the surfactant is a lipid or 

9- El_Al0 

a compound of the formula: A • wherein 

is selected from the group: OH and or OR 27 ; 
A^is OR 27 ; 
R 27 is C(=O)Ci-20 alkyl; 
El isCi_io alkylene substituted with 1-3 R 2 ^; 

R 2 ^ is independently selected at each occurrence from the group: R 30 , -PO3H-R 30 , 
=0, -CO2R 29 , -C(=0)R 2 9, -C(=0)N(R 2 9)2, -CH20R 2 9 -OR 29 , -N(R 2 9) 2 , C1-C5 alkyl, 
€tnd or C2-C4 alkenyl; 
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R 29 i s independently selected at each occurrence from the group: R^O, H, Cl-C6 
alkyl, phenyl, benzyl, and or trifluoromethyl; and 
R 30 

is a bond to the linking group. 



104. (Currently amended) The composition of claim 103, wherein the linking group has a 
formula: 



((W)h-(CR6RV) g ) x -(Z) k -((CR6aR7a )g ..( W ) h -) x - 

wherein: 

W is independently selected at each occurrence from the group: O, S, NH, NHC(=0), 
C(=0)NH, NR 8 C(=0), C(=0)NR 8 , C(=0), C(=0)0, OC(=0), NHC(=S)NH, NHC(=0)NH, 
S0 2 , S0 2 NH, (OCH 2 CH 2 )20-200, (CH 2 CH 2 O)20-200, (OCH 2 CH 2 CH2)20-200, 
(CH2CH2CH 2 O)20-200 5 and or (aa)t'; 

aa is independently at each occurrence an amino acid; 

Z is selected from the group: aryl substituted with 0-3 RlO, C3-10 cycloalkyl 
substituted with 0-3 r1^ 5 a^d or a 5-10 membered heterocyclic ring system containing 1-4 
heteroatoms independently selected from N, S, -and or O and substituted with 0-3 RlO; 

R6, R6a 9 R 7 9 R 7a ? anc i R 8 

are independently selected at each occurrence from tbe 
group: H, =0, COOH, SO3H, PO3H, C1-C5 alkyl substituted with 0-3 R 10 , aryl substituted 
with 0-3 R 10 , benzyl substituted with 0-3 R 10 , and C1-C5 alkoxy substituted with 0-3 R 10 , 

NHC(=0)R ! 1 , C(=0)NHR! 1 , NHC(=0)NHR 1 1 , NHR 1 1 , R 1 1 , aad or a bond to the 
surfactant; 

RlO i s independently selected at each occurrence from tho group: a bond to Sf the 
surfactant, COOR 1 1 , CX^NHR 1 1 , NHC(=0)R ! l , OH, NHR 1 1 , SO3H, PO3H, -OPO3H2, 
-OSO3H, aryl substituted with 0-3 R 1 1 , Ci-5 alkyl substituted with 0-1 R 12 , Cl-5 alkoxy 
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substituted with 0-1 R}^ 9 and or a 5-10 membered heterocyclic ring system containing 1-4 
heteroatoms independently selected from N, S, and or O and substituted with 0-3 Rl 1; 

Rl 1 is independently selected at each occurrence from the group: H, alkyl substituted 
with 0-1 Rl2 ? aryl substituted with 0-1 R^, a 5-10 membered heterocyclic ring system 
containing 1-4 heteroatoms independently selected from N, S, and or O and substituted with 
0-1 r!2 9 C3_io cycloalkyl substituted with 0-1 R^, and or a bond to Sf the surfactant; 

Rl2 is a bond to the surfactant; 

k is selected from 0, 1, and or 2; 

h is selected from 0, 1, and or 2; 

h' is selected from 0, 1, and or 2; 

g is selected from 0, 1,2, 3, 4, 5, 6, 7, 8, 9, and or 10; 

g' is selected from 0, 1,2, 3, 4, 5, 6, 7, 8, 9, and or 10; 

t' is selected from 0, 1, 2, 3, 4, 5, 6, 7, 8, 9, and or 10; 

x is selected from 0, 1, 2, 3, 4, and or 5; and 

x' is selected from 0, 1,2, 3, 4, and or 5. 

105. (Previously Presented) The composition of claim 104, further comprising: 1,2- 
dipalmitoyl-sn-glycero-3-phosphatidic acid, 1 ,2-dipalmitoyl-sn-glycero-3- 
phosphatidylcholine, and N-(methoxypolyethylene glycol 5000 carbamoyl)- 1 ,2-dipalmitoyl- 
sn-glycero-3-phosphatidylethanolamine. 

106. (Previously Presented) The composition of claim 105, wherein the echogenic gas is a 
C 2 _5 perfluorocarbon. 

107. (Canceled) 

108. (Previously Presented) A therapeutic composition, comprising: 

the composition of claim 76 and a parenterally acceptable carrier. 
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109. (Previously Presented) A diagnostic composition, comprising: 

the composition of claim 76 and a parenterally acceptable carrier. 



110. (Previously Presented) An ultrasound contrast agent composition, comprising: 
composition of claim 101 and a parenterally acceptable carrier. 
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